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Table 1 Proflle of individuals

The mode of

Duration of dru%

.. ~ therapy (months
Individual Age Sex transmission CDC group
AZT ddI
005 59 F Heterosexual I-1v-C2* 12 - 15**
043 26 F Unkown 1 18 — 13
091 16 M Blood products IV—>C1 4 - 11

*During the course of the study, 005 was progressed from asymptmatic carieer to

AIDS-related complex.

**After long-term therapy with AZT, changed to ddI therapy.
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Table 2 AZT susceptibility of HIV-1 isolates

Duration of dru

Concentration of
HIV-1 therapy (months A

isolate
AZT ddI 0 0.1uM 1.0uM

005 0 0 H - -
005-3 2 0 Ht - -
005-5 12 — 1.5 H H H
005-6 12 d 6 Ht Ht Ht
005-7 12 - 12 H H +
005-8 12 - 15 - H -
043 2 0 HH H -
043-2 6 0 H H H
043-4 18 - 3 H H H
043-5 18 - 13 H H# +H
091 U - 0 H H H
091-3 14 - 11 H H H

— Cytopathic effect (CPE) was negative.
+~4# CPE was positive
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Table 3 Detection of HIV-1 p24 antigen in super-
natant of cultures

Duration of drug
HIV-1 therapy (months)

isolate
AZT ddl 0 0.1zM 1.0uM

Concentration of
AZT

005 0 0 >2.000* 0.080 0.083
005-3 2 0 >2.000 0.086 0.078
005-5 12 - 1.5 >2.000 >2.000 >2.000
005-6 12 - 6 >2.000 >2.000 >2.000
005-7 12 - 12 >2.000 >2.000 >2.000
005-8 12 - 15 >2.000 >2.000 0.432
043 2 0 >2.000 >2.000 0.116
043-2 6 0 >2.000 >2.000 >2.000
043-4 18 - 3 >2.000 >2.000 >2.000
043-5 8 - 13 >2.000 >2.000 >2.000
091 4 - 0 >2.000 >2.000 >2.000
091-3 4 - 1 >2.000 >2.000 >2.000
PBMC** 0.077 0.077  0.083

*Absorbance of culture supernatant. (Cutoff=0.128)
**PBMC was used in this assay.
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Investigation of AZT Susceptibility of Sequential HIV-1 Isolates from Patients
Treated with ddI after Long-term Therapy with AZT

Takayuki SAITOY, Makiko KONDOV, Akira ITO?, Takeshi NAGAO?, Takako HAYASHIV,
Sumi WATANABE?Y & Mitsunobu IMAIY
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AZT susceptibility of sequential 12 HIV-1 isolates was investigated by culture method. These
isolate were obtained from three patients who had received AZT for at least 12 months and switched to
ddI after they appeared to deteriorate clinically. Cultures of isolate from a patient before therapy with
AZT or ddI did not show cytopathic effect (CPE) in the presence of 0.1 uM or 1.0 uM AZT. Culture of 2
isolates from two patients treated with AZT more than 6 months before switched to ddI therapy
showed CPE in the presence of AZT and HIV-1 p24 antigen was detected by ELISA in the
supernatants. Culture of 6 of 7 isolates from three patients treated with ddI after long-term therapy
with AZT also showed CPE in the presence of 1.0 uM AZT and HIV-1 p24 antigen was detected. These
results demonstrated that AZT-resistant variant was still a dominant population in the isolate from
patients after 11 to 13 months of discontinuing AZT therapy.
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